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Meet the Speaker

Nick De Donder

Title: CDISC Open Rules Program Manager
Organization: CDISC

Nick De Donder graduated as a biomedical scientist from the University of
Ghent, Belgium in 2007 and has been employed since 2008 by Business
& Decision Life Sciences at their headquarters in Brussels. He has been
moving from being a Data Integration Specialist to Project Manager to
Line Manager for the Data Standards team. Since 2020 he is Head of
Data Standards. Nick is a member of the SDS team, an authorized
CDISC trainer for CDASH, SDTM and Newcomers and a PHUSE
committee member since 2017. In 2019 he joined the E3C and is now co-
chairing it. Since June 2021 Nick has been program manager of the
CDISC Open Rules project.
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What are CDISC Open Rules?

« Rules: Complete set of aligned, open
and unambiguous machine-readable
conformance rules for each standard
including CDISC, Regulatory, and
Industry needs

« Governance: Well-defined governance
model for the evaluation, development,
and publication of rules from all
stakeholders

Governance

« Engine: Open-source rules engine
available for testing and community use
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FDA Business Rules




Background

. e+ Sponsors should evaluate their study data before submission against the
conformance rules published by an SDO, the eCTD Technical Rejection
e Criteria for Study Data, and the FDA Business Rules.

i The Business Rules v1.5 (May 2019) help ensure that the study data are
oot compliant, useful, and will support meaningful review and analysis. This
applies to SDTM formatted clinical studies and SEND formatted non-clinical
studies. For more information, see Section 8 of the Technical Conformance
Guide.

 All business rules should be followed where applicable.
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Research Collaboration Agreement with US FDA
CDER & CBER

CDISC and FDA working together to develop
machine-executable formats of the FDA
Business Rules and on the development and
ongoing governance of this set of executable
rules within the CDISC Open Rules project
that can be used by industry

The benefits of creating a single source of
truth for all FDA validation needs increases
transparency for all stakeholders on how FDA
checks data for conformance to CDISC
standards and to existing FDA Business
Rules

2024 US CDISC+TMF Interchange | #Clear DataClear Impact

COISC s Proud to Announce a Ressarch Collaboration 1o
Incorporate FOA Business Rudes mto CORE

lantn, TX < Jatunry ' 2006 COTL %00l wrrentte § omeie SOl s et
e U S Frat e Crg Acerverapee s Ofe> of Torsamnns Soeaces n me O G
W Lo e e o ONUn o Repnliry Upesamion & e Gl
ege: Saror 308 Rewrars B Feagast FOA Rrsnoes Dars #fs OO0 s Opes
o Lo Lo,
TERTE OIS e Rviass &8 SEosARS"T W of e OYNAC Cnrftrmanes Dt
2 matwe shecuttie Dows (lese s ses Jlfehed sl mreped b LUSSC Ouse =
WP M B PR AT TR WY AN Tl B RERA WW LYY SR s W
ptenern @ el Dege cges sl Bees Doy L0 ASRETS Saxn we cwvedy
AR B S SN W AVMGREENS ity B S asTEe e Susness
B i I e R e e ]

N et 00 BOPOES BOYAGES KT 300 NI

e R o WS eSO Jegae 3 eeeter 1 0G0 avd s e of Teee jeas 3
FEECEEN O PG Pt O T N e-out 3 S0 B F e ITA Ao S
o0 P JeveROrest a0d NQING Joves sy ce PR St of s e g wihen OONS

Ao oo 2nc St ¥ ScmcD fr ae B S o
e ]

ADTEEE RS O RT 8 PO STOCER ROLNOT WL re
EL S e S e o e e
S b B TT

DT T I Lieas e o ® e e e PO R Tmn Towam
eI e T

mTEI=EL
SEET LSEILDEIET T DAN FRSE o BT 3 TOES LT
Tl e S e i wive Sy e e
Coml 2 el A S RS e RN B U W
= rEsny S g, MeTE L CSC syl
T

b LOFBE D OPT AW A CL SAL N T R R T ogh ot

e aa cweT iy EFRAD

e it L B B S Sl R b L LT

;

7




Into Practice




FDA Business Rules

Version 1.5 finalized June 2019 Identifiers
FDA Business Rule ID FDA Business Rule
Rule ID
Version Related Rule Set
Rule(s)
FDABO008 All treatment exposure date/time should be between first and last study treatment any change  [See Also, | IG Version,
. to the rule) | Compare |OCCDS v1.0, Scope
date/tlm‘ Rule ID -T| ~ | Against ~ |ADNCA v1 ~ Class ~| Subclass ~ | Dataset or Domail ~ Variable ~ | Elemen - | Sectior =
FDABO009 All paired variables should have a one-to-one relationship. Examples include short
name and name of test; parameter name and parameter code or number; variable name
and variable label, etc.
FDABO11 All trial design data should be submitted as specified in the FDA Study Data Technical ItemGroup
. EC, EX (merged --STDTC, --ENDTC, RFXSTDTC, |Def
Conformance Guide (TCG). FBOSOL 1 INT w/DM) RFXENDTC ItemDef
FDABO15 Character values should not have leading spaces or only have a period character. Al soTMIG, \ariable name and variable
FDABO016 Collection study day should be populated when date/time of collection is available. . |FBoSO1 1 SENDIG  |ALL ALL label
FDABO17 Controlled terms should use the exact term (case, spelling, and punctuation) used by -
the terminology maintenance organizations (e.g., MedDRA, CDISC controlled All SDTMIG, --TESTCD,
termlmlogy) FB0902 1 SENDIG FND, TDM All --TEST
: DM.ARM-DM.ARMCD,
DM.ACTARM-DM.ACTARMCD,
FDABO018 A variable's length across a study should be no longer than the maximum length of the TA-ARM-TA.ARMCD,
actual data (except for SUPPQUAL). vty
FDABO019 SUPPQUAL variable length should be no longer than the maximum length of the actual All SDTMIG, TV.ACTARM-TV.ACTARMCD,
data Wlthln the dataset FB0903 1 SENDIG SPC, TDM DM, TA, TV, TE TE.ELEMENT-TE.ETCD
FDAB024 Large datasets should be split into smaller datasets no larger than 5 GB in size.
FDAB026 Records with a baseline flag should have a corresponding standard result with a All SDTMIG, TS TSVALTS. TSVALCD-
. . . FB0904 1] SENDIG TOM TS TS.TSVALNF
standardized unit where available.
FDABO030 Standard units should be consistent within the same assessment (having the same --
TESTCD, --CAT, --SCAT, --SPEC, --METHOD values). FB0905 1 Al SDTMIG_|INT AG, CM, SU --CLAS, --CLASCD
FB0910 1 All SDTMIG _[TDM u TI.IETEST, TI.IETESTCD
(I
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Harmonized spreadsheet

&t Identifiers Release Notes
& oot Rule ID
2 . = Version | Related Rule Set

(represents| Rule(s) | (Generally
any change | [See Also, | IG Version,

to the rule) | Compare [OCCDSv1.0,| Scope Guidance ‘Aut
Rule ID ~ | Againsi ~ [ADNCAv1 | Sectiol ~ |: Section | v Release Notes -T|:isactior
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Business specification

Identifiers
Rule ID
Version | Related | RuleSet
Rule(s)
any change | [See Also, | IG Version,
to the rule)| Compare |OCCDSV1.0,| Scope Natural Language Rule
Rule ID .7 | Against - |ADNCAv1 - | Sectiol - (Success Criteria) [~ Rule (Success Criteria) [~ Condition (Success) |~
Variables exists and are
populated; otherwise, account
for all possibilities and treat
with ANY conditions.
Note: need functionality 'check
All treatment exposure for RFX--DTC availability in IG'
date/time should be for generic rule Variables exists and populated;
between first and last implementation. Note: NA for  [All treatment exposure otherwise, account for all Al treatment exposure date/time
study treatment (RFXSTDTC <=--STDTC <=--ENDTC |earlier SENDIGs that don't have |date/time outside firstand last [not (RFXSTDTC <=--STDTC ibilities and treat with ANY outside first and last study Fully
FB0801 1 date/time. <= RFXENDTC RFX--DTC. study treatment date/time. |<=--ENDTC <= RFXENDTC) |conditions. treatment date/time. executable
All SDTMIG, One-to-one mapping is not Variable name and label One-to-one mapping is not Fully
FB0901 1] SENDIG One-to-one maintained. pairing is not unique maintained. bl
TESTCD and TEST pair
All SDTMIG, should have one-to-one One-to-one mapping is not One-to-one mapping is not Fully
FB0902 1] SENDIG i i One-to-one intai Pairing is not unique intai execut:
All SDTMIG, One-to-one mapping is not One-to-one mapping is not Fully
FB0903 1] SENDIG One-to-one maintained. Pairing is not unique maintained.
All SDTMIG, One-to-one mapping is not One-to-one mapping is not Fully
FBO904 1] SENDIG One-to-one [TSVALCD 7= null intai Pairing is not unique intai execut:
(One-to-one mapping is not One-to-one mapping is not Fully
FB0O905 1] All SDTMIG One-to-one maintained. Pairing is not unique maintained. executable
One-to-one mapping is not One-to-one mapping is not Fully
FB0910 1 All SDTMIG One-to-one intai Pairing is not unique intai |

cdisc
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Business rule to executability

|FDABO36 |The value for study day should not be negative for exposure treatments.

e - e
: 5 Identifiers
[ TR
: Rule ID
Version Related Rule Set
(rep! Rule(s) | (Generally

any change| [See Also, | IG Version,
to the rule)| Compare | OCCDS v1.0, Natural Language Rule
RuleID -~ | Againsl ¥ |JADNCAv1 ~ | Sectiol v (Success Criteria) |~ Rule (Success Criteria) x Condition (Success) x

should not be negative for
1 exposure treatments. --STDY >0 and --ENDY >0 treatments.

Natoral Language R

The value for study day The value for study day
negative for exposure

CORE Rules /' CORERULES-9240

FB3601

#Edit  QAddcomment  Assign More v [N

Details

<

Review Comments

Unresolved
To be assigned Fix

n/s: None
None

FDA SDTMIG v3.2, FDA SDTMIG v3.3

FDA SDTMI .4, FDA SENDIG DART

v1.1, FDA SENDIG DART v1.2, FDA

SENDIG GENETOX v1.0, FDA SENDIG

v3.0, FDA SENDIG v3.1, FDA SENDIG

3.1.1, FDA SENDIG-AR v1.0 «+

None

Fully Executable

«

Description

Natural Language Rule (Success Criteria) Rule (Success Criteria) Condition (Success)

The value for study day should not be negative for exposure treatments. | --STDY > 0 and --ENDY > 0

eoe
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EPOCH

: ' Epoch

J - Char

50
TREATMENT
TREATMENT
TREATMENT
TREATMENT

EPOCH

Epoch

Char

50
TREATMENT
TREATMENT
TREATMENT
TREATMENT

cdisc

Test data

* |EXSTDTC
Start Date/Time of
Treatment
Char
50
2012-12-01
2012-12-02
2012-12-03
2012-11-30

* EXSTDTC
Start Date/Time of
Treatment
Char
50
2012-12-01
2012-12-02
2012-12-03
2012-11-30

* |EXENDTC
End Date/Time of
Treatment
Char
50
2012-12-01
2012-12-02
2012-12-03
2012-11-30

* EXENDTC
End Date/Time of
Treatment
Char
50
2012-12-01
2012-12-02
2012-12-03
2012-11-30

* Positive test data does not show issues

~ |EXSTDY =

Study Day of Start of
Treatment

=
=
3

FlRY ST

* Negative test data contains issues

~ |EXSTDY -
Study Day of Start of
Treatment
Num

a
hONOc

]

iy

EXENDY A
Study Day of End of
Treatment

Num

= Y w® o e

EXENDY v
Study Day of End of
Treatment

Num

8

)
3
r

4
1
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¥ “rule” : { 9 items
~ *Authorities™ : [
vo:{ 2 items
“Organization” : "FDA" “Organization® : "FDA"
¥ "Standards™ : [ 18 items

. ¥ “standards” : [ 10 items
: { 3 items vo:{ 3
“Name™ : "SDTMIG"

tems
“Name™ : "SDTMIG™
¥ "References 1 item

. v “References” : [
vo:{ 4items

vo:{ 4 items
¥ "Citations
vo:{ 3 items
“Document™ : "FDA"
"Section™ "FDAB@36™
"Cited Guidance™ : "The value for study day should not be negative for exposure treatments.™

¥ "Citations” : [ 1 item
~o:{ 3 items
"Document™ : "FDA"
"Section™ : "FDAB@36"

"Cited_Guidance™ : "The value for

L 1
"Origin™ : "FDA Business Rules”
"Origin™ : "FDA Business Rules”

“Version” : "1.5" R

“version” ; "1.5"

¥ "Rule Identifier™ : { 2 items
"Id" : "FB36@1"

“Version™ : "1"

v "Rule_Identifier” : { 2 items
"Id" : "FB36@1"

"Version” : "1"

v { 2 items
v "EC" : [ 1 item
va:{ 6 items
“executionStatus" : "success"
=dataset” : "ec.xpt" “executionStatus”™ : "success"
"dataset™ : "ec.xpt”
“domain™ : “EC"
¥ “variables™ : [ 2 items
: "ECENDY™

: "ECSTDY™

“domain™ : “EC"
} "variables" : [] @ items
"message™ : NULL

b "errors™ : [] @ items

1

“message” : "Negative value of Study Day variable™

- o A
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Executability

 Fully executable

 Partially executable

« FDABO57: When collecting ethnicity demographic data from clinical trial participants, the
following two minimum choices should be offered: "HISPANIC OR LATINO" or "NOT
HISPANIC OR LATINO"

* Not executable

« FDABO55: Trial participants should self-report race and ethnicity and they should not be
assigned by the study team.

« FDABOG65: DS, CL, EG, EX, LB, MA, MI, PC, PP, and VS should be submitted if collected.

oe®
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Progress




Status of the rules

« 48 new volunteers onboarded in February
* All rules specified by end of April

® Open
® Ongoing
Published

eoe
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Next Steps




What’s next

 Creating and testing all rules

 Providing unit test packages to FDA for reference
 Positive and negative test data
* YAML syntax and JSON code
* Results

» FDA verification of published FDA Business Rules

» Specification of ADaM rules

 Testing by industry

« Adoption by the industry

« Ongoing maintenance following the governance process

oe®
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